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What is claimed is: 

1 . A method to desensitize a receptor selec^ from the group consisting of a B 
cell antigen receptor, a pro-B cell receptor, a pre-BxJell receptor and an Ig Fc receptor, said 
method comprising: contacting a receptor s^l^cted from the group consisting of a B cell 
antigen receptor, a pro-B cell receptor, a^e-B cell receptor, an Ig Fc receptor, and a natural 
killer (NK) cell receptor, with a regjjJmory compound, wherein said receptor has a transducer 
component and an extracelliU^ iigand binding component; 

wherein contact with said regulatory compound; (1) causes a dissociation of said 
extracellular ligand/oinding component from said transducer component when said 
components are afssociated with each other prior to contact with said compound; or (2) 
inhibits asso9ration of said extracellular ligand binding component with said transducer 
componenrwnen said components are dissociated from each other prior to contact with said 
comp5 

The nieihod ot uiaim i, wherein said regulatory comp 




transducer component. 

3 . ThejuethotroF Claim 

iilar ligpinH hinHing nompnnent 



erein said regulatory compound binds to said 



4. The method of Claim 1, whereh/ said regulatory compound inhibits 
association of said extracellular ligand bindine^mponent with said transducer component 
when said components are dissociated fropfeach other. 

5 . The method of Claim 4/vherein said regulatory compound selectively binds 
to a portion of said transducer compfonent that contacts a portion of said extracellular ligand 
binding component when said/receptor is bound by its natural ligand, thereby inhibiting 
contact of said transducer component with said extracellular ligand binding component. 

6. The medafod of Claim 4, wherein said regulatory compound selectively binds 
to a portion of said^ansducer component which contacts a portion of said extracellular 
ligand binding component that is phosphorylated when said receptor is bound by its natural 
ligand, thereby inhibiting phosphorylation of said extracellular ligand binding component. 
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method oi ^^laim i,^i\txt\\\ said regulatoiy cuiiipouiidns-sdtscteti-from 



the group consisting of an antibody, dijtj^^ and a mimetope thereof. 

^ . i ¥ hc method of Clair/l, wherein sa i d regulator}^ corftpuund is an - anlibud y. 

U^^*^ The method of Ciam>S^herein said antibody is monovalent. 



' 



The method^^laim 8, wherein said antibody is divalent. 
The method of Clifihi 8. w4 Tc ieiii said aiilibudy binds to said trr^r^i^Hnoor - 



CSampoft^irtr-- 

12. The method of Claim 8, wherein sai^ntibody is a bi-specific antibody 
comprising: 

a. a first portion which >ifinds to said receptor and: (1) causes a 
dissociation of said extracellular Hgand binding component from said transducer 
component when said compon^ts are associated with each other prior to contact 
with said compound; or (2) ^^ibits association of said extracellular ligand binding 
component with said traa?fsducer component when said components are dissociated 
from each other ppw to contact with said compound; and 

b. second portion which selectively binds to a cell surface molecule 
expressej/6y a cell which expresses said receptor. 

$ >3T The method of Claim wherein said second portion binds to a cell surface 
molecule which is expressed by an autoreactive B cell. 

^ y^. The method of Claim m1 wherein said second portion binds to an antigen 
binding region of said B cell antigen receptor. 

The method of Claim 1, wherein - said r c ct ; plui is s elected fr Olli the g r e t^ 

consisting of a B cell antigen receptor, a pro-B cell receptor, and a pre-B cglueceptor. 

16. The method of Claim 15, wherein said transducgjceorfiponent is selected from 
the group consisting of Iga and IgP. 

1 7. The method of Claim 1 5^^ii9fekr<aid regulatory compound selectively binds 
to said transducer component ajiid^imibits association of said extracellular ligand binding 
component with said tf^Fr^ducer component. 
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Aj-^ 18. The method of Claim 15, wherein said^ extracellular binding component 
comprises an mig selected from the group consisting^f IgD and IgM. 

19. The method of Claim 15, wherein /aid B cell antigen receptor selectively 
binds to an antigen associated with an autoimmune disease. 

20. The method of Claim 15, wher9in said B cell antigen receptor selectively 
binds to an antigen associated with a graft eel 

2 1 . The method of Claim 1 5 , wherein said receptbr is expressed by a cell selected 
from the group consisting of an autoreact/ve B cell, a B cell comprising a B cell antigen 
receptor that selectively binds to an antigen on a graft, a B cell lymphoma and a chronic 
lymphocytic leukemia cell. 

22. The method of Claini/1 5, wherein said regulatory compound is administered 
to a patient that has an autoimmuno'disease selected from the group consisting of rheumatoid 
arthritis, systemic lupus erythematosus, insulin dependent diabetes mellitis, multiple 
sclerosis, myasthenia gravis, jGrave's disease, autoimmune hemolytic anemia, autoimmune 
thrombocytopenia purpura/Ooodpasture's syndrome, pemphigus vulgaris, acute rheumatic 
fever, post-streptococcar glomerulonephritis, and polyarteritis nodosa. 

^ 2^. The method of rinim 1^ ^vhnrf-in rniH rnnqiltir m hinriMTi Vi\ itu i plivi- 



selected from the group consisting of FcaRI, FceRI, FcyRI, FcyRIIa, FcyRIIb, Yoj^S^^ 
Fcylllb, and wherein said regulatory compound selectively binds to an exjrae^llular ligand 
binding domain of said Fc receptor. ^.^^^ 

24. The method of Claim 23, wherein sai^^e^ctracellular binding component 
comprises an a receptor. 

25. The method of Claim 23<^hjjm said receptor is an FceRI receptor 
comprising an a receptor extracdjtflar ligmd4Trnding component and a p/y transducer 
component. y 

26. The methpa of Claim 23, wherein said receptor is expressed by a cell selected 
from the group conning of a mast cell and a basophil. 

27. T^ie method of Claim 23, wherein said regulatory compound is administered 
to a patienLmat has a condition associated with inflammation. 
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28. The method of Claim 27, wh^F^in said condition is associated with allergic 
inflammation. 

29. The method of Claim l/vHrcr^n said receptor is an NK receptor comprising 
— ^ aa extracellular ligand binding coiji^onent KIRDL and a transducer component DAP 12. 
«iuL>^ 30. The method ofXIlairTfl, wherein said regulatory compound is administered 

to a patient by way^^'UIer^eutic composition comprising a pharmaceutically acceptable 

carrier and said^mpound. 

The method of Claim yd, wherein said therapeutic composition is 

administered in vivo, 

- . IS' 

W )f2. The method of Claim wherein said therapeutic composition is 
administered ex vivo. 

^^(2^^^^ ^-^^ method of^gfaim 1, wherein said regulatory compound is contacted with 

^ ^ said receptor in an in vip^ assay. 
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34. An isolated regulatory compound that desensitizes/a receptor selected from 
the group consisting of a B cell antigen receptor, an Ig Fc recif^tor, and an NK receptor, 
wherein said receptor has an extracellular ligand bindingyComponent and a transducer 
component, said regulatory compound being identified byits ability to selectively bind to 
said receptor and upon said binding: (1) induces said extracellular ligand binding component 
to dissociate from said transducer component; and/or ^2) inhibits said extracellular ligand 
binding component from associating with said transducer component. 

35. The isolated regulatory compound^ of Claim 34, wherein said isolated 
regulatory compound is selected from the group Consisting of a peptide, an antibody and a 
mimetope thereof / 

36. The isolated regulatory compound of Claim 34, wherein said compound is 
an antibody. / 

37. The isolated regulatory compound/<Jf)Claim 36, wherein said antibody is 
monovalent. / ^ ^ 

38. The isolated regulatory/compound of Claim 36, wherein said antibody is a 
bi-specific antibody comprising: / 

a. a first portion which binds to said receptor and: (1) causes a 
dissociation of said extra|6ellular ligand binding component from said transducer 
component when said oDmponents are associated with each other prior to contact 
with said compound; or (2) inhibits association of said extracellular ligand binding 
component with said^ transducer component when said components are dissociated 
from each other ppior to contact with said compound; and 

b. ^econd portion which selectively binds to a cell surface molecule 
expressed by ar cell which expresses said receptor. 

39. The isolated regulatory compound of Claim 36, wherein said antibody binds 
to said transduce/component. 

40. ^he isolated regulatory compound of Claim 36, wherein said antibody 
inhibits saicLextracellular ligand binding component from associating with said transducer 
component 



63 





i 

I- 
w 

m 

a 
m 
m 

i 



2879^64 

4 1 . The isolated regulatory compound of Ciaim 36, wherein said receptor is a B 
cell antigen receptor, and wherein said antibody b^ds to a transducer component selected 
from the group consisting of Iga and IgP. 

42. The isolated regulatory compound of Claim 36, wherein said antibody binds 
to a portion of said transducer component4iat contacts a portion of said extracellular ligand 
binding component when said recepteJr is boitod^by its natural ligand, thereby inhibiting 
contact of said transducer compon^t w itiy^id^ gytracellular ligand binding component. 

43. The isolated reg^atory compound of Claim 36, wherein said antibody binds 
to a portion of said transdu^r component which contacts a portion of said extracellular 
ligand binding componejafi that is phosphorylated when said receptor is bound by its natural 
ligand, thereby inhibi;mig phosphorylation of said extracellular ligand binding component. 
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44. A method to identify compounds useful, desensitizing a receptor, 
comprising: 

a. contacting with a putative regufatory compound a receptor selected 
from the group consisting of a B cell antigen receptor, a pro-B cell receptor, a pre-B 
cell receptor, an Fc receptor, and an Nonreceptor, wherein said receptor comprises 
an extracellular ligand binding component and at least one transducer component, 
and wherein said extracellular ligand binding component is associated with said 
transducer component prior tyxontact of^id receptor with said putative regulatory 
compound; and, 

b. detecting^ whether slid putative regulatory compound, when contacted 
with said receptor, cgmses said extracellular ligand binding component to dissociate 
from said transducer component, wherein a putative regulatory compound that 
causes said dj^ociation is identified as a regulatory compound. 

45. Tbe method of Claim 44, wherein said receptor is expressed by a cell. 

46. /The method of Claim 44, wherein said step of detecting comprises a bioassay 
that measures the ability of said receptor to transduce a signal as a result of stimulation of 
said reoeptor, and wherein a reduced ability of said receptor to transduce a signal as a result 
of stimulation when contacted with said putative regulatory compound, as compared to in 
th|e absence of contact with said compound, indicates that said compound desensitizes said 
receptor. 
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47, A method to identify compounds/useful for desensitizing a receptor, 
comprising: >^ 

a. contacting with a putative regulatory compound a receptor selected 
from the group consisting of a JB cell antigen receptor, an Fc receptor, and an NK 
receptor, wherein said receptor includes an extracellular ligand binding component 
and at least one transducer component, and wherein said extracellular ligand binding 
component is not ass^z^iated with said t^sducer component prior to contact with 
said putative regu^tory compound^ ^^ ^ 

b. detecting whether said putative regulatory compound, when contacted 
with said r^^ceptor, inhibits said extracellular ligand binding component from 
associath^g with said transducer component, wherein a putative regulatory compound 
that irmibits said association is identified as a regulatory compound. 

48/ The method of Claim 47, wherein said extracellular ligand binding 
compojient is not associated with said transducer component as a result of binding of said 
rector by a stimulator. 
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49. A method for sensitizing or enhancing or prolonging sensitization of a 
receptor selected from the group consj^ng of BCR, pro-BCR, pre-BCR, FcR, and an NK 
receptor, comprising contacting a omnpound with a receptor that has an extracellular ligand 
binding component and a tran^ucer component, wherein said compound: (1) causes said 
extracellular ligand bindingxomponecE^^^sociate with said transducer component when 
said two components arooiot associafted wit)yeach other prior to contact by said compound; 
or (2) prolongs or enlwices the time over which said extracellular ligand binding component 
is associated with said transducer component when said components are associated prior to 
contact by said oompound, thereby sensitizing said receptor. 



